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WE CLAM: 



A compound of Fonnula I: 




in which: 



XMs -C(R^)(R^)X2 or -X^ 

X^ is cyano, -CHO, -C(R^)(R*)R^ -C(R^)(R*)CF3, -C(R')(R*)CF2CF2R' 
-CH=CHS(0)2R^ -C(R^)(R*)CF2C(0)NR^R*, -C(R'')(R*)C(R')(R*)^IR'R^ 
-C(R')(R')C(R')(R*)OR^ -C(R■')(R^)CH20R^ -C(R')(R*)CH2N(R^S02R^ 
-C(R')(R^)C(R'')(R*)N(R^(CH2)20R®, -C(R')(R*)C(R'')(R*)N(R^(CH2)2NR*' or 
-C(R^)(R^)C(R'')(R^)R'; wherein R^ is (Ci^)alkyl, (C6.io)aryl(Co.6)aIkyl, 
hetero(C4-io)aryl(Co.6)alkyl, (C4.io)cycloaIkyl(Co.6)alkyl or 

hetero(C4.io)cycloaIkyl(Co-6)alkyl; R* is hydrogen or (Ci^)alkyl; R^ is hydrogen or 
(Ci.4)alkyl and R^ is hydroxy or R' and R* together form oxo; R' is hydrogen, halo, 
(CM)alkyl, (Cs.io)aryl(Co.6)alkyl or hetero(Cs.io)aryl(Co.6)alkyl; 
represents a group of Formula (a): 
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in which n is 1 or 2, z is 0 or 1, is selected from NR'", S or O, wherein R'° is hydrogen 
or (Ci.6)alkyl, and X* is O, S or NR", wherein R^' is selected from hydrogen, (Ci.6)alkyl, 
-X^C(0)0R'-, -X*C(0)R'\ -X^C(0)NRl-R•^ -X''S(0)2NR'^R'^ -X*S(0)2R", -R'^ 
-X*S(0)2R'^ -X^C(0)R'^ -X*C(0)OR'^ -X'*C(0)NR'2r'^ and -X*S(0)2^fR^^R'^ in which 
5 X* is a bond or (Ci-6)alkylene; R^^ at each occurrence independently is hydrogen or 
(Ci.6)alkyl; R" is hydrogen, (Ci^)alkyl or halo-substituted(Ci^)alkyl, R'"* is (Ci^)alkyl or 
halo-substituted(Ci^)alkyI and R*^ is (C3-io)cycloalkyl(Co.6)alkyl, 
hetero(C3.io)cycloalkyl(Co.3)alkyl, (C6.io)aryl(Co^)alkyl, hetero(C5.io)aryl(Co^)alkyl, 
(C9.i2)bicycloaryl(Co-6)alkyl or hetero(C8.i2)bicycIoaryI(Co.6)alkyl; 

10 wherein within X* any cycloalkyl, heterocycloalkyl, aiyl or heteroaryl may be 

substituted with 1 radical R^" selected firom -R'^ -X^OR^^ -X^SR^^ -X*S(0)R'^ 
-X''S(0)2R'^ -X*C(0)R*^ -X''C(0)OR'^ -X*OC(0)R*^ -X'^'*R*^ -X^*2C(0)R^^ 
-X^R'2C(0)0R'^ -X*C(0)NR*^R*^ -X^S(0)2NR'^R'^ -X^'^S(0)2R", 
-X''NR'^C(0)NR"R^^ and -X*NR*2C(NR*^)NR^^R'^; and wherein X^ and R^ may be 

1 5 substituted further with 1 to 5 radicals independaitly selected from (Ci^)allqfl, cyano, halo, 
halo-substituted(CM)alkyl, nitro, -X^NR'^R'^ -X*NR'2C(0)R^^ -X^*^C(0)OR^^ 
-X''NR'^C(0)NR*^R*^ -X*NR'^C(>fR^^)NR*^R^^ -X*0R", -X*SR", -X*C(0)OR*^ 
-X'*C(0)R*^ -X'*OC(0)R'^ -X*C(0)NR^^R'^ -X*S(0)2NR'2R'^ -X*NR'2S(0)2R", 
-X'*P(0)(0R'2)0R'^ -X*OP(0)(OR'^)OR^^ -X^SCOR''^ and -X*S(0)2R" wherein X*, R^^, 

20 R^'^ and R'^ are as defined above; 

R' and R^ are both fluoro; or 

r' is hydrogen or (Ci.6)alkyl and R^ is selected from the group consisting of 
hydrogen, (Ci.6)alkyl, cyano, -X^R'^R'^ -X^NR^^C(0)R'^ -X^R^2C(0)0R^^ 
-X*NR•2C(0)NR'^R'^ -X^R*='C(NR*2)NR'^R*^ -^OR^\ -X*SR'^ -X''C(0)OR^^ 

25 -X^C(0)R", -X*0C(0)R", -X''C(0)NR'-R'^ -X'*S(0)2NR'^R'^ -X^NR^2S(0)2R'^ 
-X''P(0)(0R'2)0R'1 -X*0P(0)(0R^-)0R'^ -X^S(0)R'\ -X^S(0)2R'*, -R'^ -X*OR'^ 
-X*SR'^ -X'*S(0)R*5^ -X^S(0)2R'^ -X^C(0)R'^ -X^C(0)OR'^ -X^0C(0)R", 
-X''NR•^R'^ -X^NR'2C(0)R'^ -X*NR'2C(0)0R'^ -X*C(0)NR1^R'-, -X'S(0)2NR'^R'', 
-X''NR'^S(0)2R'^ -X^'NR'^CCONR'^R'^ and -X''NR^^C(NR'^)NR'^R'^ wherein X^ R'', 

30 R'',R'*andR^^ are as defined above; or and taken together with the carbon atom to 
which both R^ and R" are attached form {C3-8)cycloalkylene or hetero(C3.8)cycloalkylene; 
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wherein R', said cycloalkylene and said heterocycloalkylene may be substituted further 
with 1 to 3 radicals independently selected from (Ci.5)alkyl, cyano, halo, 
halo-substituted(C,_4)alkyl, nitro, -X*NR'-R'^ -X*NR'-C(0)R'^ -X■*NR'^C(0)OR'^ 
-X'*NR'^C(0)NR'^R'^ -X''NR^^C(NR'^)NR'^R'^ -X^OR'^ -X^SR^\ -X'*C(0)0R'\ 
5 -X'*C(0)R", -X'*OC(0)R'^ -X*C(0)NR'^R^^ -X*S(0)2NR^^R'^ -X''NR'^S(0)2R*^ 
-X*P(0)(0R'2)0R'^ -X'^OPCOXOR^^PR'^ -X*S(0)R"* and -X*S(0)2R"*, wherein X*, R^^ 
R^^ and R^* are as defined above; 

R^ and R* are independently -C(R^*)(R^^)X^ wherein R^* and R" are hydrogen, 
(Ci^)alkyl or fluoro, or R'* is hydrogen and R'^ is hydroxy and X' is selected from 

10 -X^*^R^^ -X*NR^^C(0)R*^ -X^'^C(0)OR^^ -X*NR•2C(0)NR*2R^^ 
-X^^^C(NR'^)NR^2r*^ -X'^OR", -X*SR'^ -X*C(0)OR*^ -X*C(0)R*^ -X*OC(0)R^^ 
-X*C(0)NR*^R'^ -X^SCOaNR^^R'-, -X''NR'2S(0)2R'^ -X*P(OXOR>^)OR*^ 
-X^OP(0)(OR*^)OR*^, -X'*S(0)R^\ -X*S(0)2R^^ -R•^ -X*OR*^ -X*SR^^ -X*S(0)R*^ 
-X*S(0)2R*^ -X'•C(0)R^^ -X*C(p)OR}\ -X*OC(0)R^^ -X*NR^^R^^ -X*NR^^C(0)R", 

15 -X^'^C(0)0R", -X*C(0)NR^^R'^ -X'*S(0)2NR^^R*^ -X^R^^S(0)2R*^ 
-XW2C(0)NR*^R^2 and -X'^^^C(NR^2)NR'^R^^ wherein X*, R'^ R", R" andR" are 
as defined above; 

wherein within one of R^ or R* any cycloalkyl, heterocycloalkyl, aryl ot heteroaryl 
may be substituted with 1 radical R^^ selected from -R'^ -X*OR'^ -X^SR^^, -X^S(0)R'^ 

20 -X''S(0)2R^^ -X^C(0)R^^ -X*C(0)OR'^ -X''OC(0)R^^ -X'*NR*^R^^ -X*NR^^C(0)R^^ 
-X'*NR^^C(0)OR'^ -X'*C(0)NR>2R^^ -X'•S(0)2NR•^R'^ -X^R^^S(0)2R'^ 
-X*NR'^C(0)NR^5r'2 and -X^R'^C(NR'^)NR'^R'^ wherein X", R'^ and R'^ are as 
defined above; and wherein each of R^, R* and R"' may be substituted further with 1 to 5 
radicals independently selected from (Ci.6)alkyl, cyano, halo, halo-substituted(Ci^)alkyl, 

25 nitro, -X^^NR'^R^^^ -XVR^-C(0)R^^ -X'^NR'-C(0)0R^-, -X^NR'^QONR'^R'^ 
-X''NR'-C(NR'^)NR'^R'^ -X''OR'^ -X*SR^^ -X^CCOOR^^ -X''C(0)R'\ -X'*0C(0)R", 
-X''C(0)NR*-R'^ -X^S(0)2NR'^R^^ -X^NR'^S(0)2R", -X''P(0)(OR'^)OR'^ 
-X'*OP(0)(OR'^)OR'^ -X''S(0)R''' and -X'*S(0)2R^\ wherein X*, R'", R'^ and R"* are as 
defined above; provided that only one bicyclic ring structure is present within each of R^ or 

30 R"; and provided that when X^ is cyano and X'' within one of R^ or R* is -X''C(0)R" or 
-X''C(0)R'^, wherein X* is a bond, then X^ within the other of R^ or R* is limited to 
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-X'•SR'^ -X'*S(0)R'5 and -X''S(0)2R^^ wherein R'^ is (C6-io)aryl(C«)aIkyl substituted 
with 1 to 5 radicals or hetero(C5.io)aryl(Co^)alkyl optionally substituted with 1 to 5 
radicals, wherein said radicals are independently selected from (Ci.6)alkyl, cyano, halo, 
halo-substituted(Cw)alkyl, nitro, -X^'2R^^ -X*NR'2C(0)R^\ -X'*NR'^C(0)OR^^ 
-X^NR'^C(0)NR^^R'^ -X^'^C(NR'^)NR*^R^^ -X*OR'^ -X*SR", -X*C(0)OR'^ 
-X*C(0)R'^ -X^OC(0)R'^ -X*C(0)NR'^R'^ -X*S(0)2NR*^R'^ -X^R'2s(0)2R^\ 
-X*P(0)(OR*^)OR'^ -X*0P(0)(0R'2)0R'^ -X*S(0)R" and -X'S(0)2R", wherein X*, R'^ 
R"aadR** are as defined above, provided that the radical is not selected from only halo 
when R^^ is (C6-io)aryl(Ci^)alkyl; and provided that when is cyano then within 
and R"^ is not -X'^QONR^^R^^ .X^C(0)NR^^R^^ or -X^C(0)NR^^R^^ wherein X"^ is a bond 
and R^^ and R^^ together with the nitrogen atom to which they are attached form 
hetero(C3.io)cycloalkyl or hetero(C5.io)aryl; 

and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

2. The compound of Claim 1 in which: 
X^ is -C(R^)(R^)X- or -X^ 

X^ is cyano, -CHO, -C(0)R^ -C(0)CF3, -CCOCFaCFzR^ -CH=CHS(0)2R^ 
-C(0)CF2C(0)NR^R^ -C(0)C(0)NR^R^ -C(0)C(0)OR^ -C(0)CH20R^ 
-C(0)CH2N(R^)S02R^ -C(0)C(0)N(R^)(CH2)20R^ -C(0)C(0)N(R^)(CH2)2NR^ or 
.C(0)C(0)R^ wherein R^ is (Ci.4)alkyl, (C6.io)aryl(Co^)alkyl, hetero(C4.io)aryl(Co.6)alkyl, 
(C4_io)cycloalkyl(Co.6)alkyl or hetero(C4.io)cycloalkyl(Co.6)alkyl, R^ is hydrogen or 
(Ci-6)alkyl and R^ is halo; 

X^ represents a group of Formula (b): 
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(b) 



in which n is 1 or 2, z is 0 or 1, is O or NR^\ wherein R^^ is selected from hydrogen, 
5 (Ci^alkyl, -X^OC(0)R^^ -X't:(0)OR^^ -X^C(0)R^\ -X^C(0)NR^^R^^ -X^S(0)2NR^^R^^ 

f ! 5 -X^S(0)2R^^ -X^S(0)2R^^ -X^(0)R'^ -X^C(0)OR'^ -X^C(0)NR^^R^^ and 

y I -X^S(0)3NR^^R^^, m which is a bond or (Ci^alkylene; R^^ at each occurrence 

ffj independenfly is hydrogen or (Ci^)alkyl; R^^ is hydrogen, (Ci.6)alkyl or 

^ halo-substituted(Ci^)alkyl, R^'* is (Ci.6)alkyl or halo-substituted(Ci.6)alkyl and R^^ is 

M= (C3-io)cycloalkyl(Co.6)alkyl, hetero(C3-io)cycloalkyI(Co.3)alkyl, (C6.io)aryl(Co,6)alkyl, 

^1 10 hetero(C5.io)aryl(Co-6)alkyl, (C9.i2)bicycloaryl(Co-6)alkyl or 

hetero(C8.i2)bicycloaryl(Co^)alkyl; 

wherein within X^ any cycloalkyl, heterocycloalkyl, aryl or heteroaryl may be 

substituted with 1 radical selected from -R*^ and -X'^C(0)R^^; and wherein X^ may be 

substituted further with 1 to 3 radicals independently selected from (Ci^)alkyl, 
15 halo-substituted(Ci.4)alkyl, -X'^NR^2R^^ -X^OR^^ and -X'^S(0)2R^^ wherein X\ R^^ R^^ 

R^"^ and R^^ are as defined above; 

R^ and R^ are both fluoro; or 

R^ is hydrogen or (Ci.6)alkyl and R^ is selected from the group consisting of 
hydrogen, (Ci.6)alkyl, -X'^OR^^ and -R^^; or R^ and R^ taken together with the carbon atom 
20 to which both R^ and R^ are attached form (C3.8)cycloalkylene or 
hetero(C3.8)cycloalkylene; wherein R" may be substituted further with (Ci_6)alkyl; wherein 
X^ R^^ and R^^ are as defined above; 

R^ and R^ are independently -C(R^^)(R^^)X^ wherein R^*^ and R^*^ are hydrogen, 
(Ci-6)alkyl or fluoro, or R^^ is hydrogen and R^^ is hydroxy and X^ is selected from 
25 -X^SR'\ -X^C(0)R^^ -X^C(0)NR^^R^^ -R^^ -X^OR^^ -X^SR^^ -X^S(0)2R^^ -X^C(0)R^^ 
and -X^C(0)NR^^R^^ wherein X^ R^^ R^^ and R^^ are as defined above; 
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wherein within one of or R** any cycloalkyl, heterocycloalkyl, aryl or heteroaryl 
may be substituted with 1 radical selected from -R'^ -X''OR'^ -X''SR^^ -X''S(0)R'^ 
-X'^(0)2R'^ -X*C(0)R^', -X*C(0)OR>^ -X*OC(0)R'^ -X''NR'^R'^ -X'*NR^2C(0)R^^ 
-X'W^C(0)OR'^ -X*C(0)NR^^R^^ -X*S(0)2NR^^R*^ -X^*^S(0)2R", 
5 -X*NR'^C(0)NR"R^^ and -X'^'^(NR'^)NR*'R^^ wherein X*, R*^ and R'^ are as 
defined above; and wherein each of R^ and R'' may be substituted further with 1 to 5 
radicals independently selected from (Ci^)alkyl, cyano, halo, halo-substituted(Ci^)alkyl, 
nitio, -X*NR*2r^2 -XW2C(0)R•^ -X'^'2C(0)0R^^ -X^*^C(0)NR^V^ 
5 -X''NR'^C(NR*^)NR^^R^^ -X'*OR^^ -X*SR", -X*C(0)0R'\ -X*C(0)R'^ -X'*0C(0)R", 

f; 10 -X*C(0)NR'^^^ -X*S(0)2NR%^^ -XW^S(0)2R'^ -X*P(0)(0R'2)0R^2^ 

m -X^OP(0)(OR*^)OR*^ -X*S(0)R^* and -X*S(0)2R^*, wherein X*, R*^ R'^ and R" are as 

ff, defined above; 

^ wherein within one of R^ and R* any cycloalkyl, heterocycloalkyl, aryl ot heteroaryl 

M: may be substituted with 1 radical selected from -R^^ and -X^OR^^; and wherein each of R' 

Lrj 15 or R'* may be substituted further by 1-5 radicals independenfly selected firom (Ci.6)alkyl, 

f cyano, halo, halo-substituted(Ci.4)alkyl, -X^R^^C(0)OR*^ -X^OR^^ -X^(0)OR^^ 

IjJ -X^C(0)R^^ -X't(0)NR^2R^^ -X^^^S(0)2R^^ and -X^S(0)2R^\ wherein X*, R^^ R^^ 

R^'* and R^^ are as defined above; 

and the A^-oxide derivatives, prodrug derivatives, protected derivatives, individual 
20 isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

3. A compound of claim 2 in which R^ and R** are independently -CH2X^, 
25 wherein X^ is selected from X^SR^^ -X'^C(0)R'^ -X^C(0)NR^^R^^ -R^^ -X^OR^^ 
-X'^SR*^ -X'*S(0)2R^^ -X^C(0)R^^ and -X'^CCONR^^R^^ wherein X"* is a bond or 
(Ci.6)alkylene, R*^ at each occurrence independently is hydrogen or (Ci_6)alkyl, R^^ is 
hydrogen, (Ci-6)alkyl or halo-substituted(Ci,6)alkyl, R^"^ is (Ci.6)alkyl or 
halo-substituted(Ci.6)alkyl and R^^ is (C3-io)cycloalkyl(Co-6)alkyl, 
30 (C3.io)cycloalkyl(Co-6)alkyl, hetero(C3_io)cycloalkyl(Co-3)alkyl (C6_io)aryl(Co-6)alkyl, 
hetero(C5-io)aryl(Co-6)alkyl, (C9.i2)bicycloaryl(Co.6)alkyl or 
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hetero(C8-i2)bicycloaryl(Co^)alkyl; wherein within and R"^ any cycloalkyl, 
heterocycloalkyl, aryl or heteroaryl may be substituted with 1 radical selected from -R^^ 
and -X^OR^^ wherein X"^ and R^^ are as defined above; and wherein R^ and R"^ may be 
substituted further by 1 to 5 radicals independently selected from (Ci^)alkyl, cyano, halo, 
5 halo-substituted(Ci.4)alkyl, -X'^NR^-C(0)OR^^ -X'^OR^^ -X'^C(0)OR^^ -X'^C(0)R^^ 
-X'^C(0)NR^^R*^ -X^R^^S(0)2R*^ and -X'^SCOzR^^, wherein X^ R^^ R^^ and R^"^ are as 
defined above; 

and the A^-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
10 solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

4. A compound of claim 3 in which R^ is selected from 5-bromo-thiophen-2- 
ylmethyl, 3-cyclohexylpropyl, 2-cyclohexylpropyI, 2-cyclopentylpropyl, 3-phenylpropyl, 
1 5 3-(2-difluoromethoxy)phenylpropyl, 2-phenylcyclopropylmethyl, 2,2-difluoro- 

3- phenylpropyl, 1 -benzylcyclopropylmethy , 2-tetrahydro-pyran-4-ylethyl, 

1- isobutylcyclopropylmethyl, thiophen-2-ylmethyl, tetrahydro-pyran-4-ylmethyl, 
cyclopropylmethylsulfanylmethyl, 2,2-dimethyl-3-phenylpropyl, 4-methyl- 
[l,2,5]thiadiazol-3-ylmethylsulfonylmethyl, 3-methyl-[l,2,4]thiadiazol-3- 

20 ylmethylsulfonylmethyl, thiophen-3-ylmethylsulfonylmethyl, 3-methoxy-5-methyl- 
isoxazol-4-ylmethylsulfonylmethyl, 2,4-dimethyl-thiazol-5-ylmethylsulfonylmethyl, 2- 
methyl-oxazoM-ylmethylsulfonylmethyl, 2-methyl-thiazol-4-ylmethylsulfonylmethyl„ 
l,2,3]thiadiazol-4-ylmethylsulfonylmethyl, 3-methyl-[l,2,4]thiadiazol-5- 
ylmethylsuifonylmethyl,4-methyl-[l,2,5]thiadiazol-3-yhnethylsulfonyImethyl,thiophen-3- 

25 ylmethylsulfonylmethyl, tetrahydro-pyran-4-yloxymethyl, piperidin- 1 -ylcarbonyl, 
thiophene-2-sulfonylmethyl, 3-chloro-2-fluoro-benzylsulfonylmethyl, 
benzenesulfonylmethyl, benzylsulfonylmethyl, 

2- (l , 1 -difluoro-methoxy)-benzylsulfonylmethyl, 2-benzenesulfonyl-ethyl, 
2-(pyridine-2-sulfonyl)-ethyl, 2'-(pyridine-4-sulfonyl)-ethyl, 2-benzylsulfonyl-ethyl, 

30 oxy-pyridin-2-ylmethylsulf onylmethyl, prop-2-ene- 1 -sulf onylmethyl, 

4- methoxy-benzylsulfonylmethyl, p-tolylmethylsuifonylmethyl, 
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4-chloro-benzylsuIfonylmethyl, o-tolylmethylsulfonylmethyl, 
3,5-dimethyl-benzylsulfonylmethyl, 4-trifluoromethyl-benzylsulfonylmethyl, 
4-trifluoromethoxy-benzylsulfonylmethyl, 2-bromo-benzylsulfonylmethyl, 
pyridm-2-yIniethylsulfonylinethyl, pyridin-3-ylmethylsulfonylmethyl, 
5 pyridm-4-ylinethylsulfonylmethyl, naphthalen-2-ylmethylsulfonylmethyl, 
3-methyl-benzylsuIfonylmethyl, 3-trifluoromethyl-benzylsulfonylmethyI, 

3- trifluoroTnethoxy-benzylsulfonylmethyi, 

4- fluoro-2-trifIuoromethoxy-benzylsulfonylmethyl, 

2-fluoro-6-trifIuoroniethyl-bexizylsulfonylmethyl, 3-chloro-benzylsulfonylmethyl, 
10 2-fluoro-benzylsulfonylmethyl, 2-trifluoro-benzylsulfonylmethyl, 
2-cyaiio-benzylsulfonylmethyl, 4-f^rr-butyl-benzylsulfonylmethyl, 
2-fluoro-3-methyl-benzylsulfonylmethyI, 3-fluoro-benzylsulfonylmethyl, 
4-fluorobenzylsulfonybnethyl, 2-chloro-benzylsulfonylmethyl, 
2,5-difluoro-benzylsulfoiiylmethyl, 2,6-difluoro-benzylsulfonylmethyl, 
15 2,5-dichloro-benzylsulfonylmethyl, 3,4-dichloro-benzylsulfonylinethyU 

2- (l,l-difluoro-methoxy)-benzylsulfonylmethyl, 2-cyano-benzylsulfonylmethyl, 

3- cyano-benzylsiilfonylmelhyl, 2-trifluoroTnethoxy-benzylsulfonyhnethyl, 
2,3-difluorobenzylsulfonylmethyl, 2,5-difluoro-benzylsulfonylinethyl, 
biphenyl-2-ylmethylsulfonylinethyl, cyclohexylmethyl, 3-fluoro-benzylsulfonylmethyl, 

20 3,4-difluoro-benzylsulfonylmethyl, 2,4-difluoro-benzylsulfonylmethyl, 
2,4,6-trifluoro-benzylsulfonylmethyl, 2j4,5-trifluoro-benzylsulfonylmethyl, 
2,3,4-trifluoro-benzylsulfoiiylmethyl, 2,3,5-trifluoro-benzylsulfonylinethyI, 
2,5,6-trifluoro-benzylsulfonylmethyl, 2-chloro-5-trifluoromethylbenzylsuIfonylmethyl, 
2-methyl-propane- 1 -sulfonyl, 2-fluoro-3-trifluoromethylbenzylsulfonyImethyl, 

25 2-fluoro-4-trifluoromethylbenzylsulfonylmethyl, 
2-fluoro-5-trifluoromethylbenzylsulfonylmethyl, 

4- fluoro-3-trifluoromethylbenzylsulfonylmethyl, 2-methoxy-benzylsulfonylinethyl, 3,5 
bis-trifluoromethyl-benzylsulfonyimethyl, 4-difluoromethoxy-benzylsulfonylmethyl, 
2-difluoromethoxy-benzylsulfonylmethyl, 3-difluoromethoxy-benzylsulfonylmethyl, 

30 2,6-dichIoro-benzylsulfonylmethyl, biphenyl-4-ylmethylsulfonylmethyl, 
3,5-dimethyl-isoxazol-4-ylmethylsulfonylmethyl, 

702 



1016 us 



5-chloro-thiophen-2-ylmethylsulfonylmethyl, 
2-[4-(l, l-Difluoro-methoxy)-benzenesulfonyl]-ethyl, 
2-[2-(l,l-Difluoro-methoxy)-benzenesulfonyl]-ethyl, 
2- [3 -( 1 , 1 -Difluoro-methoxy)-benzenesulfonyl] -ethyl, 
5 2-(4-trifluoromethoxy-benzenesulfonyl)-ethyl, 
2-(3-trifluoromethoxy-beiizenesulfonyl)-ethyl, 

2-(2-trifluoromethoxy-benzenesulfonyl)-ethyl, (cyanomethyl-metiiyl-carbamoyl)-methyl, 
biphenyl-3-ylmethyl, 2-oxo-2-pyrrolidin-l-yl-ethyl, 2-benzenesulfonyl-ethyl, 
J^' isobutylsulfanylmethyl, 2-phenylsulfanyl-ethyl, cyclohexylmethylsulfonylmethyl, 

O 10 2-cyclohexyl-ethanesxilfonyl, benzyl, naphthalen-2-yl, benzylsulfanylmethyl, 

[fi 2-trifluoromethyl-benzylsulfanylmethyl, phenylsulfanyl-ethyl and 

2r cyclopropylmethylsulfonylmethyl; 

yj and the iV-oxide derivatives, prodrug d^vatives, protected derivatives, individual 

f , isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 

TU 15 solvates of such compoimds and the N-oxide derivatives, prodrug derivatives, protected 

j;; derivatives, individual isomers and mixtures of isomers thereof. 

5. A compound of claim 4 in which is selected from 

2-trifluorobenzylsulfonylmethyl, 3-phenylsulfanylpropyl,4-chlorobenzylsulfonylmethyl, 
20 thiophen-2-ylsulfonylmethyl, benzylsulfonylmethyl, 4-methylben2ylsulfonylmethyl, 
2-phenylsulfonylethyl, 2-pyridin'-2-ylsulfonylethyl, 2-pyridin-4-ylsulfonylethyl, 

2- ben2ylsulfonylethyl, 2-(3-difluoromethoxyphenylsulfonyl)ethyl, 
naphthalen-2-ylmethylsulfonylmethyl, pyridin-2-ylmethylsulfonylmethyl, 
3 -methy Ibenzy Isulf onylmethy 1, 3-trifluoromethylbenzylsulf onylmethy 1 , 

25 3-difluoromethoxybenzylsulfonylmethyl, 3-chlorobenzylsulfonylmethyl, 

3- fluorobenzylsulfonylmethyl, 4-fluorobenzylsulfonylmethyl, 
3-cyanobenzylsulfonylmethyl, 4~cyanobenzylsulfonylmethyl, 
3,4-difluorobenzylsulfonylmethyl, benzylsulfonylmethyl, 
A^-cyanomethyl-A^-methylcarbamoylmethyl, 3-bromobenzyl, 4-phenylbutyl, 2,2-difluoro- 

30 3-phenylpropyl, 4'-methylsulfonylaminobiphenyi-3-ylmethyl, 
4'-ethoxycarbonylaminobiphenyl-3-ylmethyl, 4-methylpiperazin-l-ylcarbonylmethyl, 
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1 -fluoro-2-(4-methylpiperazm- 1 -yl)-2-oxoethyl, 1 -hydroxy-4-methylpiperazin- 1 -yl- 

2- oxoethyl, l-hyclroxy-2-morpholin-4-yI-2-oxoethyl, l-hydroxy-2-oxo-2-pyrrolidin-l"yl- 
ethyl, l-fluoro-2-oxo-2-pyrrolidin-l-yl-ethyl, l-fluoro-2-isopropylamino-2-oxoethyl, 

1- hydroxy-2-isopropylamino-2-oxoethyl, l-fluoro-2-oxo-2-piperazin-l-ylethyl, 
5 ' thiophen-3-yIinethyIsulfonylmethyl, 4-methyl-[l,2,5]thiadiazol-3-ylniethylsulfonylinethyl, 

3- methoxy-5-methyl-isoxazol-4-yltnethylsulfonylmethyl, 2,4-dimethyl-thiazol-5- 
ylmethylsulfonylmethyl, 2-methyl-oxazol-4-ylmethylsulfonylmethyl, 2-methyl- 
thiazol-4-ylmethylsulfonylmethyl, 2-([l,2,3]thiadiazol-4-ylmethylsulfonyl)-ethyl, 2-(3- 
methyl-[l ,2,4]thiadiazol-5-ylmethylsulfonyl)-ethyl, 2-oxo2-phenyl-ethyl, 

10 2-morpholin-4-yl-2-oxo-ethyl, 2-bexizenesulfonyl-ethyl, 2-naphthalen-2-yl-2-oxo-ethyl, 
Lfj 2-benzo[l,3]dioxol-5-yI-2-oxo-ethyl, 2-benzo[&]thiophen-2-yl-2-oxo-ethyl, 

2- biphenyl-4-yl-2-oxo-ethyl, 4-benzylsiilfonylmethyl, 
W 2-(3-trifluoromethoxy-benzenesulfonyl)-ethyl, 2-oxo-2-(4-phenoxy-'pheiiyI)-ethyl, 
y 2-(4-hydroxy-phenyl)-2-oxo-ethyl, benzylcarbamoyl-methyl, 

15 4-acetyl-piperazine-l-carboxylic acid ethyl ester, cyclohexylcarbamoylmethyl, 
J: 2-(3-Chloro-benzo[fc]thiophen-2-yl)-2-oxo-ethyl, benzenesulfonylmethyl, 

2-oxo-2-thiophen-2-yl-ethyl, 2-oxo-2-thiophen-3-yl-ethyl, naphthalene-2-sulfonyhnethyl, 
2-(5-inethyl-thiophen-2-yl)-2-oxo-ethyl, 2-(3-chloro-thiophen-2-yl)-2-oxo-ethyI, 
5-methyl-thiophene-2-sulfonylmethyl, phenylcarbamoyimethyl, 

20 (5,6,7,8-tetrahydro-naphthalen-l -ylcarbainoyl)-methyl, 

(4-carbainoyl-phenylcarbamoyl)-methyl, (3-carbamoyl-phenylcarbamoyl)-methyl, 
(butyl-inethyl-carbamoyl)-methyl, biphenyl-4-ylmethyl, 2-oxo-2-p-tolyi-ethyl, 
2-(3-fiuoro-4-methoxy-phenyl)-2-oxo~ethyl, 2-(4-chloro-phenyl)-2-oxo-ethyl, 
2-(4-inethoxy-phenyl)-2-oxo-ethyI, 2-oxo-2-(4-trifluoromethoxy-phenyl)-ethyl, 

25 2-(3,4-difluoro-phenyl)-2-oxo-ethyl, 2-(3,4-dimethoxy-phenyl)-2-oxo-ethyl, 
2-(4-fluoro-phenyl)-2-oxo-ethyl, 5-iiiethyl-2-oxo-hexyl, 
3,5-dimethyl-benzylsulfonylmethyl, 4-trifluoromethyl-benzylsulfonylmethyl; 

4- trifluoromethoxy-benzylsulfonylinethyl, isopropylcarbamoyl-methyl, 
4-dimethylcarbamoylmethyl, pyridin-4-ylcarbamoyhnethyl, 

30 pyridin-4-ylmethylsulfonylmethyl, pyridin-3-ylinethylsulfonylmethyl, 
3,4-dichloro-benzylsuIfonylmethyl, pyridin-3-ylcarbamoylmethyl, 
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4-methoxy-benzylsulfonylmethyl, 4-chloro-benzylsulfonyImethyl, 
thiophene-2-sulfonylmethyI, benzylsulfonylmethyl, jp-tolylmethylsulfonylmethyl, 
2-benzenesulfonyl-ethyl, 2-(pyridme-2-sulfonyl)-ethyl, 2-(pyridine-4-sulfonyl)-ethyl, 

2- benzylsulfoiiyl-ethyl, 2-[3-(l»l-Difluoro-methoxy)-benzenesulfoTiyl]-ethyl, 
5 naphthalen-2-ylinethylsulfonylmethyl, pyridin-2-ylmethylsulfonylmethyl, 

w-tolylmethylsulfonylmethyl, 3-trifluoroinethyI-benzylsulfonylmethyl, 

3- trifluoromethoxy-benzylsulfonylmethyl, 3-chloro-benzylsulfonylmethyl, 
y 3-fluoro-benzylsulfonylinethyI, 4-fluoro-benzylsulfonylmethyl, 
O 3-cyano-ben2ylsulfonylmethyl, 4-cyano-benzyIsulfonybnethyl, 
hi 10 3,4-difluoro-benzylsulfonylmethyl, (cyanomethyl-methyl-carbamoyl)-inethyl, 

3- bromo-benzyl, 2-oxo-2-pyrrolidin-l-yl-ethyl, 2-(4'-chloro-biphenyl-4-yl)-2-oxo-ethyl, 
W biphenyl-3-ylinethyl, 2-( 1 J-difluQro-methc«y)-benzylsulfbnylmethyl, 

2- (4-methylsulf onylamino-phenyl)-2-oxo-ethyl, 2-oxo-2-piperidin- 1 -yl-ethyl, 
^] 2-(4-inethylsulfonyl-piperazin- I-yl)-2-oxo-etliyl, 2--trifluoromethyl-benzylsiilfonyhnethyl, 
f|j 1 5 4-fluoro-3-trifluoromethyl-benzylsulf onylmethyl, 4-carboxy-benzylsulfonylmethyl, 
E 3 ,5-bis-trifluoroinethyl-benzylsulf onylmethyl, 

4- (l , l-difluoro-methoxy)-beiizylsulfonylmethyl, 

3- ( 1 , 1 -difluoromethoxy)-benzylsulfonyhnethyl, 

5- chloro-thiophen-2-ylmethylsulfonylmethyl, 

20 2-[4-(l , 1 -difluoro-inethoxy)-benzenesulfonyl]-ediyl, 

2-(4-trifluoromethoxy-benzenesulfonyl)-ethyl, 2-phenylsulfanyl-ethyl, 
benzylsulfanylmethyl, 2-trifluoromethyl-benzylsulfanylmethyl, 
2-trifluoromethoxy-benzylsulfanylmethyl, 2-cyclohexyl-ethyl andisobutylsulfanybnethyl; 
and theiV-oxide derivatives, prodrug derivatives, protected derivatives, individual 

25 isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 



6. The compound of claim 5 in which is hydrogen or (Ci.6)alkyl and is 
30 hydrogen, .X^OR^^ hetero(C5-io)aryl(Co-6)alkyl (C5.io)aryl(Co.6)alkyl or (Ci.6)alkyl; or R^ 
and R^ taken together with the carbon atom to which both R^ and R^ are attached form 
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(C3.8)cycloalkylene or hetero(C3-8)cycloalkylene; wherein the cycloalkylene or 
heterocycloalkylene are optionally substituted with 1 to 3 (Ci.6)aLkyl radicals; 

and the A^-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
5 solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof, 

7. The compound of claim 6 in which is hydrogen or methyl and is 
methoxymethyl, methoxyethyl, methyl, ethyl, propyl, butyl, phenethyl, hiophen-2-yl or 5- 
10 methyl-furan-2-yl; or R^ and R^ taken together with the carbon atom to which both R^ and 
R^ are attached form cyclopropyl, tetrahydro-pyran-4-yl or l-methyl-pip^din-4-yl; 

and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
15 derivatives, individual isomers and mixtures of isomers thereof. 

8. The compound of claim 7 of Formula 1(a): 



H 



X'CH2 




6 R R 



20 1(a) 



and the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of 
25 such compounds and the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 



9. The compound of claim 8 selected from the group consisting of 3-biphenyl- 
3-yl-A^-cyanomethyl-2-benzylsulfonylmethyl-propionamide; 3-biphenyl-4-yl-Ar- 
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cyanomethyl-2-benzylsulfonylmethyl-propionaimde;3-(3-bromo-phe 

2- benzylsulfonylinethyI-propionamide; Ar-cyaiiomethyl-3-(3-cyano-benzylsulfonyl)-2- 
benzylsulfonyl-methyl-propionamide; A^-cyanomethyl-2-[2-l,l-difluoro-methoxy)- 
benzylsulfanylmethyl]-3-benzylsulfanyl-propionamide; iV-cyanomethyl-3-(2- 
Mfluoromethyl-benzylsulfanyl)-2-(2-trifluoro-methyl-benzylsulfanylmet^^ 
propionamide;A^cyanomethyl-3-isobutylsulfanyl-24sobu1ylsiilfanylm 
iV-cyanomethyl-4-phenylsulfanyl-2-(2-phenylsulfanyl-ethyl)-but5^ 

3- [2-(l , l-difluoro-methoxy)-benzylsulfanyl]-2-[2-(l , 1 -difluoro-methoxy)- 
benzylsulfanylmethyl]-propionainide; 3-benzylsulfanyl-2-benzylsulfaiiyImethyl-iV- 
cyanomethyl-propionamide; iS^-cyanomethyl-2-[2-l , 1 -difluoro-methoxy)- 
benzylsulfonylmethyl]-3-benzylsulfonyl-propionainide; iV-cyanomethyl-3-(2- 
trifluoromethyl-benzylsulfonyl)-2-(2-trifluoromethyl-benz^^^ 

4- benzenesulfonyl-2-(2-benzenesulfonyl-eAyl)-iV-cyanomethyl-buty^ N- 
cyanomethyl-3-[2-( 1 , 1 -difluoro-methoxy)-benzylsulf onyl] -2-[2-( 1 , 1 -difluoro-methoxy)- 
benzylsuIfonylmethyl]-propionamide; A^-cyanomethyl-3-benzylsulfonyl-2- 
benzylsulf onylmethyl-propionamide; iV-cyanomethyl-3-(2-methyl-propane- 1 -sulfonyi)-2- 
(2-methyl-propane-l-suIfonylmethyl)-propionamide;iV-cyanomethyl-3-(2-m 
4-ylinethylsiilfonyl)-2-benzyl-sulfonylmethyl-propionamide; 3-bipheiiyl~3-yl-iV- 
cyanomethyl-2-[2-( 1 , 1 -difluoro~methoxy)-ben2yl-sulfonylmethyl]-propionamide; (3 - { 2- 
(cyanomethyl-carbamoyl)-3-[2-{ 1 , 1 -difluoro-methoxy)-benzyl-sulfonyl]-propyl } -biphenyl- 
4-yl)-carbamic acid ethyl ester; A^-cyanomethyl-2-[2-(l,l-difluoro-methoxy)- 
benzylsulfonylmethyl]-3-(4-methylsulfonylamino-biphenyl-3-yl)-propionamide; 3-(3- 
bromo-phenyl)-Ar-cyanomethyl-2-[2-(l,l-difluoro-inethoxy)-phenyl- 
methylsulfonylmethyll-propionamide; iV-cyanomethyl-2-((E)-3-phenyl-allyl)-3- 
benzylsulfonyl-propionamide;andA^-cyanomethyl-3-benzylsulfoiiyl-2-(3-phenyl-pr^^ 
propionamide; 

and the A'-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 



707 



1016 US 



10. The compound of Claim 7 of Fomula 1(b): 

CHaX^ O 

Kb) 

and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of 
such compounds and the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

11. The compound of claim 10 in which is lfl-benzoimidazol-2-yl, 
benzooxazol-2-yl, oxazolo[4,5-b]pyridin-2-yl, benzothia2ol-2-yl, 5-phenyl- 
[l,3,4]oxadiazol-2-yl, 4-(5-pyridin-4-yl-[l,3,4]oxadiazol-2-yl, 5-pyridin-3-yl- 
[l,3,4]oxadiazol-2-yl, 5-p3^dazin-3-yl-[l,3,4]oxadiazol-2-yl,pyrimidin-2-yl, pyridazin-3- 
yl, 3-penyl-[l,2,4]oxadiazol-5-yl, 5-methoxymethyl-[l,3,4]oxadiazol-2-yI, 5-ethyl- 
[l,3,4]oxadiazol-2-yl„ l,3,4]thiadiazol-2-yl, benzyloxycarbonyl, benzyloxydicarbonyl, 
phenyldicarbonyl, 5-methyl-[l,3,4]thiadiazol-2-yI, 5-trifluoromethyl-[l,3,4]oxadiazol-2-yl, 
5-methyl-[l,3,4]oxadiazol-2-yl, 5-methyl-[l,2,4]oxadiazol-3-yl,5-phenyl-[l,2,4]oxadiazol- 
3-yl, 5-thiophen-3-yl-[l,2,4]oxadiazol-3-yl, 5-trifluoromethyl-[l,2,4]oxadiazol-3-yl, 3- 
methyl-[l,2,4]oxadiazol-5-yl or 3-pyrazin-2-yl; 

and the A'^-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

12. The compound of claim 11 selectedfrom the group consisting of //-[(S)-l- 
(l-BenzooxazoI-2-yl-methanoyl)-butyl]-3-benzylsulfonyl-2-benzylsulfonylmethyl- 
propionamide; iV-[(S)-l-(l-Benzooxazol-2-yl-methanoyl)-butyl]-3-(2-trifluoromethyl- 
benzylsulfonyl)-2-(2-trifluoromethyl-benzylsulfonylmethyl)-propionamide; A^-[(S)- 1 -(1 - 
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Benzooxazol-2-yI-methanoyl)-pentyl]-4-(2-methoxy-benzenesulfonyl)-2-(2-(2-methox 
benzenesulfonyl)-ethyl]-butyramide; 4-Benzenesulfonyl-2-(2-benzenesulfonyl-ethyl)-iV- 
[(S)-l-(l-benzcK5xazol-2-yl-methanoyl>butyl]-butyraimde;(R)^^ 

yl-methanoyi)-butyl]-2-cyclohexylmethyl-3-benzylsulfonyl-propionaiiud^ iV-[(S)-l-(l- 
5 benzo11iiazol-2-yl-methanoyl)-propyl]-4-morpholin-4-yl-4-oxo-2-benzyls 

butyramide; A?'-[(S)-l-{l-benzooxazol-2-yl-methanoyl)-butyl]-3-cyclohexyl-2- 

cyclohexylmethyl-propionamide; iV-[(S)-l-(l-Benzooxazol-2-yl-methanoyI)-butyl]-3- 
M: isobutylsulfanyl-2-isobulylsulfanylmethyl-propionamide; A^-[(S)-l-(l-benzoox 

methanoyl)-butyl]-3-benzylsulfanyl-2-benzyIsuIfanylmethyl-propionam iV-[(S)-l-(l- 
W 10 benzooxazoI-2-yl-methanoyl)-butyl]-4-phenylsulfanyl-2-(2-phenylsuIfan^ 

\j butyramide; JV-[(S)-l-(l-benzooxazol-2-yl-methanoyl>propyl] 

J7i benzylsulfonylmethyl-butyramide; iV-[(S)-l-(l-Benzooxazol-2-yl-methanoyl)-pentyl]-4- 

- morpholin-4-yl-4-oxo-2-beiizylsulfonylmethyl-butyrainide; 4-Morpholin-4-yl-4-oxo-2- 

ii J benzylsulfonylinethyl-N- { (S)- 1 -[ 1 -(3-phenyl-[ 1 ,2,4]oxadiazol-5-yl)-iiiethaiioyl]-propyl } - 

'if, 15 butyramide; A7-[(S)-l-(l-Benzooxazol-2-yl-methanoyl)-butyl]-2-[2-(14-difluoro-methoxy)- 

Ci benzyIsulfonylmethyl]-3-benzylsulfonyl-propionamide;4-Mcflpholin-4-yl-^ 

oxo-2-phenyl-acetyl)-pentyI]-2-benzyisulfonylmethyl-butyramide; iV-(l,l-Dimethyl-2- 
oxazolo[4,5-b]pyridin-2-yl-2-oxo-ethyl)-4-morpholin-4-yl-4-oxo-2~benzylsulfonylmeA^ 
butyramide; A^-[ 1 -(5-Ethyl- [ 1 ,3,4] oxadiazole-2-carbonyl)-butyl]-4-morpholin-4-yM-oxo-2- 
20 benzylsulf onylmethyl-butyramide; N-[l -(5-Ethyl- [ 1 ,3,4]oxadiazole-2-carbonyl)-butyl]-4- 
oxo-2-benzylsulfonyl-methyl-4-piperidin- 1 -yl-butyramide; A^- [ 1 -(5-EthyI- 

[ 1 ,3 ,4] oxadiazoIe-2~carbonyl)-buty 1] -4-oxo-2-benzylsulf onyl-methyl-4-pyrrolidin- 1 -yl- 
butyramide; N-[l -(5-Methoxymethyl- [ 1 ,3 ,4]oxadia2ole-2-carbonyl)-propyl]-4-morphoIin- 
4-yl-4-oxo-2-benzylsulfonylmethyl-butyramide; A^-[l-(5-Methoxymethyl- 
25 [l,3,4]oxadiazole-2--carbonyl)-propyl]-4-oxo-2-benzylsulfonylmethyl-4-piperidin-l-yl- 
butyramide ; iV- [ 1 -(5-Methoxymethyl- [ 1 , 3 ,4] oxadiazole-2-carbonyl)-propy 1] -4-oxo-2- 
benzylsulfonylmethyl-4-pyrrolidin- 1 -yl-butyramide; 4-Morpholin-4-yl-4-oxo-2- 
beTizylsulfonylmethyl-A'^-[l-(5-phenyl-[l,3,4]oxadiazole-2-carbonyl)~propyl]-butyramide; 
4-Oxo-2-benzy Isulfonylmethy i-iV- [ 1 -(5-phenyl- [ 1 ,3 ,4]oxadiazole-2-carbonyl)-propyl]-4- 
30 piperidin- 1 -yl -butyramide; 4-Oxo-2-benzylsulfonylmethyl-A^-[ 1 -(5-phenyl- 

[l,3,4]oxadiazole~2-carbonyl)-propyl]-4-pyrrolidin-l-yI-butyraimde;4-Morpholin-4-yl-^^ 
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[l-(oxazolo[4,5-b]pyridine-2-carbonyl)-propyl]-4-oxo-2-tenzylsulfon^ 
N-[l-(Oxazolo[4,5-b]pyridine-2-carbonyl)-propyl]-4-oxo-2-benzylsulfonyl-methyl^ 
piperidin- 1 -yl-butyramide; N-[ 1 -(Oxa2olo[4,S-b]pyridine-2-carbonyl)-propyl] -4-oxo-2- 
benzylsulf onyl-methyl-4-pyrroIidm- 1 -yl-butyramide; 4-Morpholin-4-yl-4-oxo-2- 
5 ben2ylsulfonyImethyl-iV-[l-(5-pyridin-4-yl-[13,4]oxadiazole-2-carbonyl)-p^^ 

butyramide; 4-Oxo-2-benzylsulf oiiylmethyl-4-piperidin- 1 -yl-A"- [ 1 -(5-pyridin-4-yl- 
[ 1 ,3,4]oxadiazole-2-carbonyl)-propyl]-butyramide; 4-Oxo-2-benzylsulfonylmethyl-JV-[ 1 - 
(5-pyridin-4-yl-[13,4]oxadiazole-2-carbonyl)-propyl]-4-pyrrolidin-l-yl-butyr 4- 
O Morpholin-4-yl-4-oxo-2-ben2ylsulfonylmethyl-iV-[ 1 -(5-pyridin-3-yl-[ 1 ,3,4]oxadiazole-2- 

?7! 10 carbonyl)-propyl]-butyramide; iSr-[l-(Benzooxazole-2-carbonyl)-propyl]-4-oxo-2- 

{f ! benzylsulfbnylmethyl-4-piperidm- 1 -yl-butyramide; N'[l -(Benzooxazole-2-carbonyl)- 

ffi propyl]-4-oxo-2-beiizylsulfoiiylmethyl-4-pyrrolidin-l -yl-butyramide; JV-[l-(Benzooxazole- 

2-carbonyl)-propyl]-2-cyclohexylmethyl-4-morpholin-4-yl-4-oxo-butyraimde; 2- 
|ri; Cyclohexylmethyl-4-morpholin-4-yl-Ar-[l-(oxazolo[4,5-b]pyridine-2-carbon^ 
If] 15 oxo-butyramide; 2-CyclohexyImethyl-N-[l-(5-ethyl-[13,4]oxadiazole-2-carbonyl)-butyl]- 

4^ 4-morphoIin-4-yl-4-oxo-butyramide; iV-(2-Benzooxazol-2-yl-l-methoxymethyl-2-oxo- 

ethyl)-2-(2-difluoromethoxy-benzylsulfonylmethyl)-4-morpholin-4-yl-4-oxo-butyramide; 
N-[l-(Benzooxazole-2-carbonyl)-propyl]-2-(2-cyclohexyl-ethyl)-4-morpholin-4-yl-4-o 
butyramide; 2-(2-Cyclohexyl-ethyl)-4-morpholin-4-yl-JV-[l-(oxazolo[4,5-b]pyridme-2- 
20 carbonyl)-propyl]-4-oxo-butyramide;2-(2-Cyclohexyl-ethyl)-4-morpholin-4-yl-4-oxo-iV- 
[l-(5-phenyl-[l,3,4]oxadiazoIe-2-carbonyl)-propyl]-butyramide; 2-(2-Difluoromethoxy- 
benzylsulf oiiylmethyl)-4-morpholin-4-yl-4-oxo-A''-[ 1 -(5-phenyl-[ 1 ,3 ,4]oxadiazole-2- 
carbony i)-propyl]-butyramide; 2-(2-Difluoromethoxy-beTizylsulf onylmethyl)-A^-[ 1 -(5-ethyl- 
[ 1 , 3 ,4] oxadiazole-2-carbonyl)-butyl] -4-morpholin-4-yl-4-oxo-butyramide; 1 - 

25 (Benzooxazole-2-carbonyl)-propyl]-2-(2-difluoromethoxy-benzyl-sulfonylmethyl)-4- 
morpholin-4-yI-4-oxo-butyramide; 

2-(2-Morpholin-4-yl-2-oxo-ethyl)-5-phenyl-pentanoic acid, l-(benzooxazole-2- 
carbonyl)-propyl]-amide; (R)-2-Cyclohexylmethyl-4-morpholin-4-yl-4-oxo-Ar-[(S)-l-(5- 
phenyl-l,2,4-oxadiazoie-3-carbonyl)-propyl]-butyramide; 2-(2-Morpholin-4-yl-2-oxo- 
30 ethyl)-5-phenyl-pentanoic acid, (S)-l -(5-pheny^[l,2,4]oxadiazole-3-carbonyl)-propyl]- 
amide; 4-Morpholin-4-yl-4-oxo-2-benzylsulfonylmethyl-A^-[(S)- 1 -(5-phenyl- 1 ,2,4- 
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oxadiazole-3-carbonyl)-propyl]-butyramide; (R)-2-Cyclohexylmethyl-4-morpholin-4-yl-4- 
oxo-iV-[(S)-l-(3-phenyl-l,2,4-oxadiazole-5-carbonyl)-propyl]-butyraim 
yl-iV-[l-(oxazole-2'K:arbonyl)-3-phenyl-propyl]-4-oxo-2-benzylsulfonylmefc^ 
iV-(lJ-Dimethyl-2-oxazol-2-yl-2-oxo-ethyl)-4-morpholin-4-yl-4-oxo-2- 
5 benzylsulfonylmethyl-butyramide; A^-4-Isopropyl-iV- 1 - [ 1 -(oxazoIe-2-carbonyl)-3-phenyl- 
propyl]-2-benzylsulfonylmethyl-succinainide; 2-(2-Difluoromethoxy- 
benzylsulfonylmethyl)-4-morpholin-4-yl-iV-[l-(oxazole-2-carbonyl)^ 
oxo-bulyrainide; 2-(2-Methyl-propane- 1-sulfonylmethylM^ 

2-carbonyl)-3-phenyl-propyl] -4-oxo-butyramide; 2-Cyclopropylinethylsulfonylmethyl-4- 

10 morpholin-4-yl-JV-[l-(oxazole-2-carbonyl)-3-phenyl-propyl]-4-oxo-but^ iV-tl- 
(Benzooxazole-2-carbonyl)-butyll-2-benzyIsuifonyl-3-(tetrahydro-py^ 
propionamide; iV-[l-(Benzooxazole-2-carbonyl)-butyl]-3-ethaiiesulfonyl-2-(tetrahydro- 
pyran-4-yloxymethyl)-propionamide; iV-(l-Benzenesulfonyl-3-oxo-azepan-4-yl)-2- 
cyclopropylmethylsulfonyl-methyl-4-morpholin-4-yl-4-oxo-buty^ 2- 

15 Cyclopropylmethylsulfonylmethyl-N-{(S)-l-[(R)-hydroxy-(3-phOT^ 

methyl]-propyl }~4-morpholin-4-yl-4-oxo-butyramide; (S)-l-[(R)-hyd^oxy-(3-phenyl- 
l ,2,4-oxadiazol-5-yl)-methyl] -propyl } -2-(2-methyl-propane- 1 -sulf onylmethyl)-4- 
morpholin-4-yl-4-oxo-butyraiiiide;2-(2-Morpholm-4-yl-2-oxo-ethyI)-5-ph 
acid { (S)- 1 -[(R)-hy droxy-(3-phenyi-l ,2,4-oxadiazol-5-yl)-methyl]-propyl } -amide; 2- 

20 Cyclopropylmethylsuifonylmethyl-4-morpholin-4-yl-4-oxo-N-[(S)-l-(3-phenyl-l,2,4- 
oxadiazole-5-carbonyl)-propyl]~butyramide; 2-(2-methyl-propane-l-sulfonylmethyl)-4- 
morpholin-4-yl-4-oxo-N-[(S)-l-(3-phenyl-l,2,4-oxadiazole-5-carbonyl)-propyl]- 
butyramide; 2-(2-Morpholin-4-yl-2-oxo-ethyl)-5-phenyl-pentanoic acid, (S>l-(3-phenyl- 
1 ,2,4-oxadiazole-5-carbonyl)-propyl } -amide; A^-[( 1 S)- 1 -(Benzooxazol-2-yl-hydroxy- 

25 methyl)-3-phenyl-propyl]-2-cyclopropylmethylsulfonylmethyl-4-morpholin-4-yl-4-oxo- 
butyramide; (R)-2-((S)- 1 -Hydroxy-2-morpholin-4-yl-2-oxo-ethyI)-5-phenyl-pentanoic acid, 
1 - (benzoxazole-2-carbony l)-propy 1] -amide; (R)-5 -(2-Difluoromethoxy-phenyl)-2-((S)- 1 - 
hydroxy-2-morpiiolin-4-yl-2-oxo-ethyl)-pentanoic acid, 1 -(benzoxazole-2-carbonyl)- 
propyl]-amide; and 4-Morpholin-4-yl-N-[ l-(oxazole-2-carbonyl)-cyclopropyl]-4-oxo-2- 

30 benzylsulfonyl methyl -butyramide; 

and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
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isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof* 

13. The compound of claim 7 of Formula 1(c): 



and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of 
such compounds and the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

14. The compound of claim 13 in which is phenyl; 

and theiV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

15. The compound of claim 14 selected from the group consisting of iV-[(S)-l- 
((E)-2-benzenesulfonyl-vinyl)-pentyl]-3-benzylsulfonyl-2-benzylsulfonylmethyl- 
propionamide and iV-(3-benzenesulfonyl- l-phenethyl-allyl)-3-benzylsulfonyl-2- 
benzylsulfonylmethyl-propionamide; 

and the A^-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 




1(c) 
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16. The compound of claim 7 of Formula 1(d): 




5 m 

and the N-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of 
such compounds and the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

17. The compound of claim 16 in which is phenyl and is hydrogen; 
and the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual 

isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

18. The compound of claim 17 namely iV-(3-benzenesulfonylamino-2-oxo- 
propyl)-4-morpholin-4-yl-4-oxo-2-benzylsulfonylmethyl-butyramide; 

20 and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 

isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers tiiereof. 

25 19. The compound of claim 7 of Formula 1(e): 




10 
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CHjX' 



X'^CH 




O 



o 




O F F 



1(e) 



N 



and the N-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of 
such compounds and the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 



20. 



The compound of claim 19 in which and is methyl; 



and the A?^-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

2 1 . The compound of claim 20 in which one is morpholine-4-carbonyl and 
the other is benzylsulfonyl, R^ is hydrogen and R^ is ethyl, namely (S)-2,2-difluoro-4-(4- 
morpholin-4-yl-4-oxo-2-benzylsulfonylmethyl-butanoylamino)-3-oxo-hexanoic acid 
dimethylamide; 

and the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

22. The compound of claim 7 of Formula 1(f): 




O ^ ^ O 
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1(f) 

and the A^-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; and the pharmaceutically acceptable salts and solvates of 
5 such compounds and the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

23. The compound of claim 22 in which is methyl, benzyl, phenethyl, 
cyclohexyl, methoxyethyl, dimethylaminoethyl, tetrahydro-pyran-4-yl, 1-methylsuIfonyl- 
piperidin-4-yl, 4-methyl-piperazin-l-yl, morpholin-4-ylethyl, pyridin-2-yl, pyridin-2- 
ylmethyl or oxazol-2-yhnethyl; is hydrogen or methyl; or R^ and R^ together with the 
nitrogen atom to which both R^ and R^ are attached form morpholine-4-yl, pyrrolidin-l-yl, 
4-dimethylamino-piperazin-l-yl, 4-hydroxy-piperazin-l-yl, 4-pyridin-2-yl-piperazin-l-yl, 
4-benzoyl-piperazin-l-yl or 3-oxo-piperazin-l-yl; 

and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers tfiereof ; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

20 24. The compound of claim 23 selected from the group consisting of A^-[(S)- 1- 

(l-Benzylcarbamoyl-methanoyl)-propyl]-3-benzylsulfonyl-2-benzylsulfonylmethyl- 
propionamideandiV-[(S)-l-(l-Benzylcarbamoyl-methanoyl)-propyl]-4-morpholin-4-yl-4- 

oxo-2-benzylsulfonylmethyl-butyramide; 

and the N-oxide derivatives, prodrug derivatives, protected derivatives, individual 
25 isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

25. The compound of claim 7 of Formula 1(g): 

30 
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and the A^-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
5 and mixtures of isomers thereof; and the pharmaceutically acceptable sahs and solvates of 
such compounds and the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

26. The compound of claim 25 in which is l-benzoyl-4-oxo-pyrroIidin-3-yl, 
10 4-oxo-pyrrolidin-3-yl- 1 -carboxylic acid tert-butyl ester, 2-methyl-4-oxo-tetrahydro>furan- 

3-yl, 2-ethyl-4-oxo-tetrahydro-furan-3-yl, 4-oxo-tetrahydro-furan-3-yl, 2-acetoxy-4-oxo- 
azetidin-3-yl, l-isopropyl-3-oxo-azepan-4-yl, 3-oxo-azepan-4-yl-l-carboxylic acid benzyl 
ester, 3-oxo-azepan-4-yl-l-carboxylic acid tert-butyl ester, l-benzoyl-3-oxo-azepan-4-yl, 1- 
isobutyryl-3-oxo-az^an-4-yl, 3-oxo-l-(propane-2-sulfonyl)-azepan-4-yl, 1- 

15 benzenesulfonyl-3-oxo-azepan-4-yl, l-benzenesulfonyl-3-oxo-piperidin-4-yl, 1- 
benzenesulfonyl-4-oxo-pyrrolidin-3-yl, l-benzoyl-3-oxo-.piperidin-4-yl or 3-oxo- 
tetrahydro-pyran-4-yl; 

and the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 

20 solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

27. The compound of claim 23 selected from the group consisting of 3- 
Hydroxy-4-(4-morpholin-4'yl-4-oxo-2-benzylsulfonylmethyl-butyrylamino)-azepane-l- 

25 carboxylic acid tert-butyl ester; 4-(2-Cyclopropylmethylsulfonylmethyl-4-morpholin-4-yl- 
4-oxo-butyrylamino)-3-hydroxy-azepane-l -carboxylic acid tert-butyl ester, 3-Hydroxy-4- 
[2-(2-methyl-propane-l-sulfonylmethyl)-4-morphoHn-4-yl-4-oxo-butyrylamino]-a^^ 
1 -carboxylic acid tert-butyl ester; 4-(4-Morpholin-4-yl-4-oxo-2-benzylsulfonyhnethyl- 
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butyrylamino)-3-oxo-azepane-l-carboxyIic acid tert-butyl ester; 4-(2- 
Cyclopropylmethylsulfonylmethyl-4-morpholin-4-yl-4-oxo-butyrylaim 
1-carboxylic acid tert-butyl ester; 4-[2-(2-Methyl-propane-l-sulfonylinethyl)-4-morpholin- 
4-yl-4-oxo-butyrylamino]-3-oxo-azepane-l-carboxylic acid tert-butyl ester; A^-(l- 
5 Benzenesulfonyl-3-oxo-azepan-4-yl)-4-morpholin-4-yl-4-oxo-2-benzylsulfonylrQeth^ 
butyramide; Ar-(l-Benzenesulfonyl-3-oxo-azepan-4-yl)-2-(2-methyl-propane-l- 
sulfonylmethyl)-4-morpholin-4-yl-4-oxo-butyramide; 3-(4-Morpholin-4-yl-4-oxo-2- 
benzylsulfonylmethyl-butyrylamino)-4-oxo--pyrrolidine- 1-carboxylic acid tert-butyl ester; 
4-(4-Morpholin-4-yl'4-oxo-2-benzylsulfonylniethyl-butyrylamino)-3 

10 carboxylic acid benzyl ester; and acetic acid (2S,3S)-3-(4-morpholin-4-yl-4-oxo-2- 
benzylsulfonylmethyl-butanoylamino)-4-oxo-azetidin-2-yl ester; 

and theiV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and the pharmaceutically acceptable salts and 
solvates of such compounds and the N-oxide derivatives, prodrug derivatives, protected 

15 derivatives, individual isomers and mixtures of isomers thereof. 

28. A pharmaceutical composition comprising a therapeutically effective 
amount of a compound of Claim 1 in combination with a pharmaceutically acceptable 
excipient. 

20 

29. A method for treating a disease in an animal in which inhibition of 
Cathepsin S can prevent, inhibit or ameliorate the pathology and/or symptomology of the 
disease, which method comprises administering to the animal a therapeutically effective 
amount of compound of Claim 1 or a A^-oxide derivative or individual isomer or mixture of 

25 isomers thereof; or a pharmaceutically acceptable salt or solvate of such compounds and 
the A^-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers thereof. 

30. The use of a compound of Claim 1 in the manufacture of a medicament for 
30 treating a disease in an animal in which Cathepsin S activity contributes to the pathology 

and/or symptomology of the disease. 
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31. A prcKess for preparing a compound of Formula I: 



V 




o 



I 



5 



in which: 



is -C(R^)(R2)x2 or -X^ 
X^ is cyano, -CHO, -C(R')(R*)R^ -C(R'')(R^)CF3, -C(R')(R^)CF2CF2R' 
-CH=CHS(0)2R^ -C(R')(R«)CF2C(0)NR5R^ -C(R')(R*)C(R^)(R^)NR5R^ 
10 -C(R^)(R»)C(R')(R»)OR^ -C(R^)(R*)CH20R^ -C(R')(R«)CH2N(R^)S02R^ 
-C(R^)(R')C(R')(R')N(R*)(CH2)20R^ -C(R')(R«)C(R')(R')N(R^)(CH2)2NR' or 
-C(R')(R*)C(R^)(R^)R^ wherein R^ is (Ci^)alkyl, (C6-io)aryl(Co-6)alkyl, 
hetero(C4-io)aryl(Co.6)alkyl, (C4.io)cycloalkyl(Co.6)alkyl or 

hetero(C4.io)cycloalkyl(Co.6)alkyl; R* is hydrogen or (Ci.6)alkyl; R'' is hydrogen or 
15 (CM)alkyl and R^ is hydroxy or R' and R* together form oxo; R^ is hydrogen, halo, 
(Ci.4)alkyl, (C5-io)aryl(Co.6)alkyl or hetero(C5.io)aryl(Co^)alkyl; 
represents a group of Formula (a): 




20 



(a) 
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in which n is 1 or 2, z is 0 or 1, is selected from NR'°, S or O, wherein R'" is hydrogen 
or (Ci.6)alkyl, and is O, S or NR", wherein R" is selected from hydrogen, (Ci^)alkyl, 
-X'C(0)OR'-, -X^C(0)Rl^ -X'C(0)NR'^R'-, -X*S(0)2NR'2r'\ -X^SCOsR"*, -Rl^ 
-X'S(0)2R'^ -X^C(0)R'^ -X^C(0)ORl^ -X*C(0)NR''r1' and -X'S(0)2NR'2r^^ in which 
5 X* is a bond or (Ci.6)alkylene; R^^ at each occurrence independently is hydrogen or 
(Ci^)alkyl; R*' is hydrogen, (Ci.6)alkyl or halo-substituted(Ci.6)alkyl, R^"* is (Ci.6)alkyl or 
halo-substituted(Ci^)alkyl and R*^ is (C3-io)cycloalkyl(Co-6)alkyl, 
hetero(C3.io)cycloalkyl(Co-3)alkyl, (C6.io)aTyl(C(«)alkyl, hetero(C5.io)aryl(C(«)alkyl, 
(C9-i2)bicycloaryl(C(«)alkyl or hetero(C8.i2)bicycloaryl(Co.6)alkyl; 
10 wherein within X* any cycloalkyl, heterocycloalkyl, aryl or heteroaryl may be 

substituted with 1 radical R^ selected from -R'^ -X*OR^^ -X*SR^^ -X''S(0)R^^, 
-X'*S(0)2R'^ -X''C(0)R*5, -X*C(0)OR*^ -X'*0C(0)R", -X^R'^R^^, .X^R^2c(0)R'^ 
-X*NR'2C(0)0Rl^ -X''C(0)NR^^'^ -X*S(0)2^fR'^R'^ -X*NR'2S(0)2R'^ 
-X'*NR»2c(0)NRi5j^>2 gjjjj -xW2C0SfR'2)NR»^Ri2. y^y^erein X' and R^" may be 

15 substituted further with 1 to 5 radicals independraitly selected from (Ci.6)alkyl, cyano, halo, 
halo-substituted(Ci^)alkyl, nitro, -X*NR'^R*^ -X'^'^C(0)R'^ -X^'^C(0)OR'^ 
-X*NR*2C(0)NR''R^^ -X^^2c(nr12)nr12r12 .x^qr", -X*SR'^ -X'C(0)OR'^ 
-X*C(0)R'\ -X^OC(0)Rl^ -X'^CCONR^^Ri^, -X^S(0)2NR'-r12, -X^NR^^s^q^^rIS^ 
-X*P(0)(0R'')0R'-, -X^0P(0)(0R'2)0R'^ -X*S(0)R1* and -X^S(0)2R'^ wherein X^ R'^ 

20 R'^ R^^ and R'^ are as defined above; 

R' and R' are both fluoro; or 

R' is hydrogen or (Ci.6)alkyl and R^ is selected from the group consisting of 
hydrogen, (Ci.6)alkyl, cyano, -X^NR'^R'', -X*NR''C(0)R'-, -X^NR'2C(0)0R'^ 
-X*NR'-C(0)NR^2r12^ -X%R'-C(NR1-)NR'-R'2, -X^OR'^ -X^SR'^ -XV(0)OR'^ 
25 -X*C(0)R'^ -X^OC(0)R'^ -X^C(0)NR>2r12, -X^SCO.NR'^rI^ -X^NR'^SCOzR", 
-X'*P(0)(0R'^)0R'2, -X*0P(0)(0R'^)0R'^ -X*S(0)R'^ -X*S(0)2R'\ -R"^ -X^OR'^ 

-x^SR'^ -x^s(0)R'^ -x'*s(0)2R'^ -x*c(0)R^^ -x^c(0)OR'^ -x'*oc(0)R'^ 

-X^NR'^R'^, -X^NR^2C(0)Rl^ -X^NR'2c(0)0Rl^ -X*C(0)NR^^R'2 -X^S(0)2NR'^R'^ 
-X^NR^'S(0)2R'^ -X^NR''C(0)NR*^R'^ and -X'^'2C(NR'')NR'^R'^ wherein X^, R^^ 
30 R'^, R^'' and R'^ are as defined above; or R^ and R^ taken together with the carbon atom to 
which both R' and R^ are attached form (C3.g)cycloalkylene or hetero(C3.8)cycloalkylene; 
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wherein R", said cycloalkylene and said heterocycloalkylene may be substituted further 
with 1 to 3 radicals independently selected from (Ci.6)alkyl, cyano, halo, 
halo-substitoted(Ci.4)alkyl, nitro, -X^NR'^R'^ -X'*NR'^C(0)R'^ -X*NR'^C(0)0R'^ 
-X'NR'2c(0)NR''r'^ -X'NR''C(NR'')NR12r12 .x4or13, -X'SR'\ -X'C(0)OR'^ 
5 -X'^C(0)R'^ -X'OC(0)R", -X^C(0)NR^-r12, -X'S(0)2NR1^R>2, -X^NR^2s(q)^r13^ 
-X^'PCOCOR^^pRia .x4oP(0)(OR'2-,or12 .x4s(0)R" and -X*S(0)2R»^ wherein X*, R'^, 
R^^andR"* are as defined above; 

R^ and R'' are independently -C(R'^(R*^)X', wherein R*^ and R" are hydrogen, 
(Ci^)alkyl or fluoro, or R'* is hydrogen and R^'' is hydroxy and X' is selected from 

10 -X'*NR'2r'2, -X^R»2c(0)R'2, -X^'2C(0)0R'2, -X^*2c(0)NR12r12 
-X^'2C(NR*2)NR'2r'2, -xW^ -X^SR", -X''C(0)OR'^ -X*C(0)R'^ -X''OC(0)R'^ 
-X'^C(P)m}''R'\ -X*S(0)2NR'2r12 .x*NR^2s(0)2R'^ -X''P(0)(0R'2)0R*^ 
-X^OP(0)(OR12)qr12 .x*S(P)R'\ -X^S(0)2R*^ -R^^ -X*OR'^ -X*SR'\ -X*S(0)R'^ 
-X^S(0)2R'5 -X*C(0)R'^ -X*C(0)OR'^ -X^OC(0)R'^ -X^*5r»2, -X^'2c(o)r15 

15 -X^R'2C(0)0R", -X*C(0)NR'^R'^ -X^S(0)2NR•^'^ -X^R'^S(0)2R'^ 
-X^R'2c(0)NR1^R'2 and -X^12j^(NR12)NR'5r»2, wherein X*, R'^ R'\ R^"^ and R^^ are 
as defined above; 

wherein within one of R' or R'* any cycloalkyl, heterocycloalkyl, aryl or heteroaryl may be 
substituted with 1 radical R^* selected from -R^^ -X''OR'^ -X^SR'^, -X''S(0)R'^ 

20 -X*S(0)2R'', -X^C(0)R'^ -X^C(0)OR^^ -X*OC(0)R'^ -X'*NR'^R^^ -X''NRl'C(0)R'^ 
-X*NR^'C(0)OR'^ -X^C(0)NR'2r15^ -X^S(0)2NR'^R'^ -X^NR'^s^q^^^is^ 
-X^NR''C(0)NR'^r'2 and -X'NR'2C(NR'-)NR'^r12 wherein X^ R^' and R'^ are as 
defined above; and wherein each of R\ R* and R^' may be substituted further with 1 to 5 
radicals independently selected from (Ci.6)alkyl, cyano, halo, halo-substituted(C].4)alkyl, 

25 nitro, -X^NR'-R'^ -X*NR1'C(0)R'-, -X^NR1'C(0)0R'\ -X^NR'^CCONR^^r'^ 
-X^NR^'C(NR1')NR'2r'^ -X^OR'^ -X^SR'^ -X^C(0)OR'^ -X'C(0)R^^ -X^OC(0)R'^ 
-X^C(0)NR12r12^ -X^S(0)2NR'2j^'2 -X4NR'2S(0)2R'^ -X^P(0)(0R12)0R'^ 
-X^OP(0)(OR^^)OR'^ -X*S(0)R'* and -X*S(0)2R", wherein X\ R'\ R'^ and R'^ are as 
defined above; provided that only one bicyclic ring structure is present within each of R^ or 

30 R"*; and provided that when X^ is cyano and X^ within one of R^ or R"* is -X'*C(0)R'^ or 
-X''C(0)R'^, wherein X* is a bond, then X' within the other of R^ or R* is limited to 
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-X^SR'^ -X'S(0)R^5 and -X^S(0)2R'^ wherein R'^ is (C^io)aryI(C,_6)aIkyI substituted 
with 1 to 5 radicals or hetero(C5.io)aryl(Co.6)alkyl optionally substituted with 1 to 5 
radicals, wherein said radicals are independently selected from (Ci.6)alkyl, cyano, halo, 
halo-substituted(Ci.4)alkyl, nitro, -X*NR'^R'^ -X*NR'^C(0)R'^ -X*NR'^C(0)OR'^ 
-X'*NR'2c(0)NR'2r'2, -X'*NR12C(NR12)NR12r'2, -X*OR^^ -X''SR'\ -X'*C(0)OR'^ 
-X'^C(0)R'^ -X^OC(0)R*^ -X^C(0)NR>2r1^ -X''S(p)2mO^R'\ -X*NR'2S(0)2R'^ 
-X^(0)(OR'')ORl^ -X'»0P(0)(0R''PR»^ -X^SCOR"* and -X^S(0)2R^ wherein X*, R'^ 
R'^andR''' are as defined above, provided that the radical is not selected from only halo 
when R^^ is (C6.io)aryl(Ci^)alkyl; and provided that when is cyano then X*^ within 
and R^ is not -X^C(0)NR^^R'^ -X^C(0)NR^^R^2 or -X^C(0)NR'^R^^ wherein X^ is a bond 
and R^^ and R^^ together with the nitrogen atom to which they are attached form 
hetero(C3.io)cycloalkyl or hetero(C5.io)aryl; 

and the corresponding N-oxides, and their prodrugs, and their protected derivatives, 
individual isomers and mixtures of isomers thereof; and the pharmaceutically acceptable 
salts and solvates of such compounds of formula I and their N-oxides and their prodrugs, 
and their protected derivatives, individual isomers and mixtures of isomers th^eof; which 
process comprises: 

(A) reacting a compound of Formula 2: 



with a compound of the formula NH2CR^R^X^ in which X^ R^ R^ R^ and R^ are as 
defined in the Summary of the Invention for Formula I; or 

(B) reacting a compound of Formula 2 with a compound of the formula NH2X^, in 
which X^ R^ and R"^ are as defined in the Sunmiary of the Invention for Formula I; 
or 

(C) optionally converting a compound of Formula I into a pharmaceutically 
acceptable salt; 

(D) optionally converting a salt form of a compound of Formula I to non-salt form; 




O 
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(E) optionally converting an unoxidized form of a compound of Formula I into a 
pharmaceutically acceptable A^-oxide; 

(F) optionally converting an A^oxide form of a compound of Formula I its 
unoxidized form; 

5 (G) optionally resolving an individual isomer of a compound of Formula I from a 
mixture of isomers; 

(H) optionally converting a non-derivatized compound of Formula I into a 
pharmaceutically prodrug derivative; and 

(I) optionally converting a prodrug derivative of a compound of Formula I to its 
1 0 non-derivatized form. 
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